INTRODUCTION
============

Although we believe that syphilis is considered to be a controllable disease in the antibiotic era, its incidence has been increasing in those engaging in high-risk behaviors recently ([@B1]-[@B3]). Seven cases described by Hahn in 1943 were the first in which hepatitis was related to syphilis. Since then, about 100 cases have been reported globally ([@B4]), but there are only two case reports in the Korean literature ([@B5], [@B6]). Syphilis is a systemic disease and presents a spectrum of clinical symptoms. It cannot be diagnosed at presentation if the patient does not have typical skin lesions, such as chancres on the external genitalia or syphilids on the palms and soles. Recently, we diagnosed a syphilitic hepatitis case with thrombocytosis. The incidence of acute hepatitis in syphilis patient has been rare, moreover, this case had also thrombocytosis. This heterosexual, immunocompetent patient presented symptoms that included jaundice and typical syphilids.

CASE REPORT
===========

On 21 May 2009, a 42-yr-old male patient visited our hospital because of malaise and jaundice. He had been working as an office manager of a trading company in China for two years. Two mild fever, and one month before examination, he felt unusual fatigue and jaundice. Twenty days before examination, he had been informed that his acute hepatitis was unusual because he had no hepatitis A, B, or C viral markers. He took herbal medication and received acupuncture in China under the diagnosis of acute hepatitis of unknown origin. His symptoms improved under herbal medication, but remained. He returned to Korea for treatment of the acute hepatitis. He had no other symptoms except for scanty whitish phlegm. He had been healthy until the recent illness. He was not currently on medication, was not an injecting drug abuser. He did not smoke nor drink alcohol. He had received no blood transfusion. He had been married for seven years, but had lived alone in China for two years. He was well oriented and his vital signs were normal. Physical examination revealed icteric sclera and tender hepatomegaly. No mucous membrane lesions nor lymphadenopathy were present and he was afebrile. Cutaneous manifestations consisted of macular and papular lesions, about 0.5 cm in diameter, localized on the trunk, palms, and soles ([Fig. 1](#F1){ref-type="fig"}). Genital examination revealed no lesions nor ulcers. Lymph nodes were not palpable in the neck, axillary, or inguinal areas. Laboratory tests showed the following: alkaline phosphatase (ALP) 2,974 IU/L, gamma glutamyl transpeptidase (GGT) 1,755 IU/L, aspartate transaminase (AST) 89 IU/L, alanine transaminase (ALT) 119 IU/L, total bilirubin 8.3 mg/dL, direct bilirubin 6.9 mg/dL, creatinine 0.8 mg/dL, albumin 2.4 g/dL, total protein 9.2 g/dL, white blood cell (WBC) 13,600/µL, hemoglobin 9.7 g/dL, platelets 752,000/µL, international normalized ratio (INR) 1.06, venereal disease research laboratory (VDRL) was positive with a titer \>1:1,024, and his fluorescent treponemal antibody absorption (FTA-ABS) was reactive. A hepatitis panel including IgM anti-HAV, HBsAg, and anti-HCV, antinuclear antibody, ceruloplasmin, copper, alpha-1 antitrypsin deficiency, and human immunodeficiency virus (HIV) were all nonreactive. Computerized tomography didn\'t show any evidence of bile duct obstruction. It showed also mildly enlarged liver, nonspecifically enlarged lymph nodes at the porta hepatis area, and thickened gall bladder wall ([Fig. 2](#F2){ref-type="fig"}). Chest radiography was normal.

Liver biopsy revealed portal-to-portal or portal to central zone bridge necrosis, and widening by lymphocyte infiltration, accompanied by intracanalicular and intracellular cholestasis. These findings were compatible with acute hepatitis ([Fig. 3A](#F3){ref-type="fig"}). A modified Warthin-Starry stain was negative for spirochetes. Skin biopsy revealed a perivascular mixed-cell infiltrate of prominent plasma cells, lymphocytes, and histiocytes around a blood vessel that contained swollen endothelial cells ([Fig. 3B](#F3){ref-type="fig"}).

The patient was treated with weekly intramuscular benzathine penicillin, 2,400,000 U, for a total of three doses. One week after treatment, his fatigue and rash were markedly improved. Three weeks after treatment, ALP was 288 IU/L, total bilirubin was 0.3 mg/dL ([Fig. 4](#F4){ref-type="fig"}) and four weeks after treatment, the VDRL titer was down to 1:64. He did not develop a Jarisch-Herxheimer reaction. Positive serologic tests and a prompt response to penicillin treatment confirmed the diagnosis of syphilitic cholestatic hepatitis.

DISCUSSION
==========

Described by William Osler as the \'great imitator\' ([@B7]), syphilis shows a wide variety of clinical aspects. Although liver involvement has been known since 1918 ([@B8]), it is still uncommon and thus can be easily overlooked. In addition, atypical symptoms and a skin rash with other organ involvement makes syphilis difficult to distinguish from autoimmune disease or viral hepatitis ([@B9]).

The clinical manifestations of syphilitic hepatitis are likely to be subsequent to the dissemination of treponema from the site of the primary lesion to the liver ([@B10], [@B11]). A generalized rash and hepatomegaly are often present. Laboratory findings include a modest increase in transaminases and bilirubin, but a marked increase in ALP and GGT ([@B11]). While this cholestatic pattern is more usual, some cases have shown predominantly hepatocellular damage ([@B12]). We could find the predominantly cholestatic pattern in our patient.

Reports of thrombocytosis accompanying secondary syphilis are uncommon and are mostly limited to neonatal patients. Platelet abnormalities in this setting are largely thrombocytopenia ([@B13]). There can be of any causes of thrombocytosis. Elevated platelet counts are more often part of the body\'s response to acute or chronic insults, such as acute infection, malignant disease, hemorrhage, or iron deficiency. We believe that thrombocytosis is related to secondary syphilis in this patient because it normalized with treatment ([@B14]).

Liver biopsy is often nonspecific, typically demonstrating periportal lymphocytic infiltration with focal necrosis of hepatic cells around central veins, portal areas, and lobules. Our case showed these pathological findings with intracellular cholestasis and eosinophilic infiltration of the portal area.

The presence of spirochetes in liver tissue is diagnostic, but difficult to demonstrate. Treponemas are observed in about half of the reported cases ([@B15]-[@B17]). Although one reported adult case developed fulminant hepatitis, most cases show complete clinical and laboratory recovery after benzathine penicillin G treatment ([@B18]).

Although the mechanism of secondary syphilitic hepatitis has not yet been elucidated, anal intercourse between homosexual persons has been proposed as a risk factor. This is thought to lead to T. pallidum in the portal circulation. An anorectal or penile lesion could not be detected in our patient, and he denied any homosexual intercourse during his lifetime.

The diagnosis of syphilitic hepatitis can be made by positive serologic tests and the exclusion of other hepatitis etiologies. Although it is not commonly seen, it should be considered as a possible cause of acute hepatitis.
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![Photographic findings of syphilid. There are multiple erythematous macules and flat-topped papules with scales on both palms (**A**), soles (**B**), and the trunk (**C**).](jkms-25-1661-g001){#F1}

![Computed tomographic findings. (**A**) Horizontal, (**B**) Coronal section. They show no dilatation of the intrahepatic and extrahepatic bile ducts, but the gall bladder wall was thickened.](jkms-25-1661-g002){#F2}

![Findings of tissue biopsy findings. (**A**) Liver. Stromal edema is observed around the portal tract. Both focal necrosis and infiltration of lymphocytes, eosinophils and neutrophils in the lobule are also observed (periodic acid-Schiff stain, ×200). (**B**) Skin. The epidermis shows parakeratosis, acanthosis with elongation of rete ridges, and exocytosis of lymphocytes. A dense perivascular inflammatory infiltrate is seen in A the dermis (H&E, ×100).](jkms-25-1661-g003){#F3}

![Clinical course after the treatment. The serum level of total bilirubin and alkaline phosphatase has significantly declined after the benzathine penicillin treatment. ALP, alkaline phosphatase.](jkms-25-1661-g004){#F4}
